Long-term sensitization to the excitatory effects of morphine. A motility study in post-dependent rats.
Motility effects of excitatory and depressant doses of morphine were studied in naïve, dependent (20 mg/kg daily) and post-dependent (about 40 days after withdrawal) rats. Doses of 0.6 and 1.25 mg/kg of morphine produced a greater increase in activity in post-dependent than in naïve rats. A 20-mg/kg dose exerted an excitatory effect in dependent rats instead of the depressant one induced in naïve animals. This excitatory effect was still evident but less pronounced in post-dependent rats. The dose of 1.25 mg/kg was repeatedly challenged in post-dependent (80 mg/kg daily) rats. It was found that the increased excitatory effect of this dose persisted unchanged 160 days after ceasing treatment. The present results demonstrate that several months after the withdrawal of morphine, sensitization still exists to the excitatory effect of the drug while tolerance to the depressant action is slight or no longer present shortly after ceasing treatment.